Background: Lisinopril (LNP) is an angiotensin-converting enzyme inhibitor used as anti-hypertensive, cardiovascular, in anti-prophylactic and anti-diabetic nephropathy drug. Development of two new, simple, low cost, and selective membrane-based ion-selective electrodes has been proposed for the determination of LNP in pharmaceuticals. Methods: The electrodes are based on poly(vinyl)chloride membrane doped with LNP-phosphotungstic acid (LNP-PTA) and LNP-phosphomolybdic acid (LNP-PMA) ion-pairs as molecular recognition materials. Results: The developed LNP-PTA and LNP-PMA electrodes are applicable for the determination of LNP over the linear range of 5 × 10 −5 -2.4 × 10 −3 mol l −1 . The working pH ranges to measure potentials were 2.5 to 6.4 and 2.3 to 6.0 for LNP-PTA and LNP-PMA ISEs, respectively. The electrodes displayed the rapid Nernstian responses as revealed by the values of slopes 55.06 and 52.39 mV/decade, with limit of detection (LOD) values of 1.2 × 10 −5 and 1.18 × 10 −5 mol l −1 for LNP-PTA and LNP-PMA electrodes, respectively. The limits of quantitation (LOQ) values have also been calculated for both the electrodes. The developed electrodes have potential stability for up to 1 month and emerged as highly selective for the determination of LNP over other spiked ions and compounds. Conclusions: The proposed electrodes have been validated and found that they are suitable for the determination of LNP in pharmaceuticals in pure form and in dosage forms. The results obtained in the analysis of LNP using proposed electrodes have been compared statistically with reference method's results to assess the accuracy and precision. Robustness and ruggedness of the developed electrodes have also been checked and found satisfactory. The recovery studies have been performed by standard addition procedure to assess the role of excipients in tablets containing LNP and the results obtained are satisfactory.
Background
Lisinopril (LNP) {1-[6-Amino-2-(1-carboxy-3-phenylpropylamino)-hexanoyl]-pyrrolidine-2-carboxylic acid} (Fig. 1) is an angiotensin-converting enzyme inhibitor used in the treatment of hypertension and heart failure, in prophylactic treatment after myocardial infarction, and in diabetic nephropathy (Parfitt, 1999) . Historically, LNP was the third ACE inhibitor, after captopril and enalapril, and was introduced into therapy in the early 1990s (Patchett et al. 1980) . The drug LNP is official in the British (BP) (The British Pharmacopoeia, 1998) and United States (US) pharmacopoeias (The US Pharmacopoeia, 2000) . The British Pharmacopoeia (BP) describes a monograph of potentiometric titration of aqueous solution of the tablet containing LNP with 0.1 M NaOH and US Pharmacopoeia (USP) describes a chromatographic procedure for assay of LNP using C-8 (octylsilyl-silane) column at 50°C and phosphate solution-acetronitrile (96:4 v/v) as mobile phase with UV detection at 215 nm.
Various analytical procedures were found in the literature for the determination of LNP using titrimetric (Basavaiah et al., 2010) , visible spectrophotometric (Rahman et al., 2007; El-Yazbi et al., 1999; Rahman et al., 2005; El-Gindy et al., 2001; Paraskevas et al., 2002; Nafisur et al., 2005; Asad et al., 2005; Rajasekaran, and Udayavani, 2001; Basavaiah et al., 2009; Razak et al., 2003) , derivative UV absorption spectrophotometric (El-Yazbi et al., 1999; Bonazzi et al., 1997a, b; Durisehvar and Hulya, 1999; Beata, 2005; Erk, 1998; Prasad et al., 1999; Jain and Agrawal, 2000; Mashru and Parikh, 2000) , high-performance liquid chromatographic (HPLC) (The US Pharmacopoeia, 2000; Ivanoic et al., 2007; Nevin and Murat, 1999; Sane et al. 1992; Bonazzi et al., 1997a, b; El-Gindy et al., 2001; Christopher et al., 2004) , highperformance thin layer chromatographic (HPTLC) (Pandya et al., 2017) , gas chromatographic (Avadhanulu and Pantulu, 1993) , capillary electrophoretic (Qin et al., 1993; Gotti et al. 2000) , spectrofluorimetric (El-Gindy et al., 2001; Esra et al., 2003; Zacharis et al. 2004) , and polarographic (Razak et al. 2003; El-Enany, Belal, and Al-Ghannam, 2003; Rajasekaran and Murugesan, 2001) techniques.
The performance characteristics of the reported and proposed analytical methods of LNP are presented in Table 1 .
A report (Abdel-Fattah et al., 2010) describing preparation and uses of ion-selective electrode for study of plasma and plasma protein effect is found in the literature. The procedure describes the use of precipitate of LNP and bathophenanthroline-ferrous ion in polyvinyl chloride (PVC) and hydroxypropyl ß-cyclodextrin-based technique for the preparation of tecoflex-graphite sensors. These procedures are not applicable to determine LNP in pharmaceuticals.
Analytical methods with potentiometry and ionselective electrodes are very popular for their simplicity, excellent applicability, robust and rugged working ability, and selectivity for the accurate and precise determination of analytes such as metal ions or molecular analytes directly. Researchers have reported (Vinod et al., 2011a, b; Vinod et al., 2013; Suresh et al., 1995a, b; Vinod et al., 2015; Vinod et al., 2014a, b; Suresh et al., 1996; Vinod et al., 2011c; Vinod et al., 2014a, b; Mehmet et al., 2014; Vinod et al., 2015a; Vinod et al., 2015b; Karimi-Maleh et al., 2015; Vinod and Pankaj, 1999; Ajay et al., 1995a, b) the use of variety of such electrochemical sensors for the determination of metals and pharmaceuticals in different real samples.
Since the drug LNP is a commonly used cardiovascular drug, a simple analytical method for its measurement is highly essential. Because of ever-increasing need for analytical methods with acceptable sample throughput, lower limit of detection, and low cost of maintenance, new methods are constantly being developed; therefore, it is imperative to develop a simple and suitable analytical method for the measurement of this drug in bulk and pharmaceutical preparations.
The reports being presented here are intended to propose two new ion-selective electrodes for the determination of LNP in pharmaceutical samples. The preparation of ion-selective membrane, fabrication of electrode, and its application to develop reliable, selective, accurate, precise, robust, and rugged analytical methods to determine LNP are proposed and presented in this report.
Methods
Apparatus PICO digital dual channel potentiometer (Chennai, India) was used for measurement of potential. An Elico (Mumbai, India) conductivity meter with a cell of unit cell constant was used for conductometric titration. The double junction Ag/AgCl electrode (Metrohm) was used as reference electrode in conjunction with working ionselective electrodes. An Elico pH meter (Mumbai, India) was used for measurement of pH. Silver and copper wires were used in all potential measurements.
Chemicals and reagents
All the chemicals and reagents used were of analytical grade. Distilled water was used throughout the work. The pure LNP (99.8%) was kindly provided by Cipla India Ltd. Listril tablets (10 mg LNP/tablet) (Torrent pharmaceuticals Ltd) were purchased from local commercial sources. Phosphotungstic acid (PTA), phosphomolybdic acid (PMA), tetrahydrofuran (THF), polyvinyl chloride (PVC), dioctyl phthalate (DOP), dibutyl sebacate (DBS), onitrophenyl octylether (NPOE), ammonia (NH 3 ), and concentrated sulphuric acid (H 2 SO 4 ) (98% v/v, Sp. gr. 1.835) were supplied by S. D. Fine Chem Ltd, Mumbai, India.
The aqueous solutions of 0.01 mol l −1 of PTA and PMA were prepared by dissolving the required weights of the respective compound in distilled water and used in the preparation of ion-association complexes with LNP. A 1 mol l −1 solution of sodium acetate (NaOAc) and NH 3 was prepared in distilled water. Solutions of 1 mM each of sodium carbonate (Na 2 CO 3 ), sodium hydrogen carbonate (NaHCO 3 ), sodium hydroxide (NaOH), acetic acid (CH 3 COOH), potassium nitrate (KNO 3 ) , potassium hydroxide (KOH), potassium dihydrogen orthophosphate (KH 2 PO 4 ) , orthophosphoric acid (H 3 PO 4 ), manganous sulphate (MnSO 4 ), silver nitrate (AgNO 3 ), cadmium sulphate (CdSO 4 ), cupric sulphate (CuSO 4 ), calcium carbonate (CaCO 3 ), glycine, arginine, cysteine, talc, oxalic acid, urea, and glucose were prepared by dissolving required weight of the respective compound (all from S.D. Fine Chem Ltd., Mumbai, India) in distilled water. These solutions were used in the study of interferences and in determination of selectivity coefficients of ISEs.
Preparation standard LNP solution
A standard solution of 0.01 mol l −1 LNP was prepared by dissolving accurately weighed required quantity of pure drug in 100 ml of H 2 O in a volumetric flask.
General procedures Preparation of ion-associates
A 25 ml each of 0.01 mol l −1 solutions of LNP and PTA or PMA was transferred into a clean beaker and stirred well for 20 min on a magnetic stirrer. The content was filtered through Whatman No. 41 filter paper and the obtained LNP-PTA or LNP-PMA ion-associate in the form of precipitate was dried overnight at room temperature and used for preparation of membrane ionselective electrode.
Fabrication of the LNP-PMA/PTA ion-selective electrodes A 40 mg of dried precipitate of LNP-PTA or LNP-PMA ion-associate was taken in a Petri Dish of 4 cm width, and a 0.1 g each of PVC and DOP was added and dissolved in 10 ml of THF. The content was allowed to evaporate under room temperature for 24 h. A 0.4-mm thick membrane was removed carefully and fused to one end of the Pyrex Glass tube by using THF. The tube was dried under room temperature for 24 h, filled by 3-5 ml internal solution of 5 mmol l −1 LNP ([LNP] Int ) and immersed into the drug solution of same concentration at least for 1.5 h for conditioning. A copper wire of 2.0mm diameter and 0.16-m length was tightly insulated leaving 1.0 cm at the top and 0.5 cm below for connection. One terminal of the wire was inserted and the other terminal was connected to the potentiometer. The potential values were brought to stabilisation by soaking the electrode in analyte solution for 1.5 h.
Preparation of calibration curve
Varying aliquots of 0.01 mol l −1 LNP solution were transferred accurately into a series of 10.0-ml volumetric flasks with the help of a microburet. The pH of each solution in each flask was adjusted to the range 2.5 to 6.4 for LNP-PTA ISE or 2.3 to 6.0 for LNP-PMA ISE. The volume of each flask was adjusted to 10 ml with water. The LNP-PTA or LNP-PMA ISE and Ag/AgCl reference electrodes were immersed into each solution and the potentials were measured. The calibration graphs of measured potentials versus log [LNP] were prepared separately for each ISE. The concentration of the unknown was found by using calibration graph or regression equation derived using potential and log [LNP] data.
Analysis of tablets
Twenty tablets were weighed and transferred into a mortar and powdered. A portion of the powdered tablet equivalent to 50 mg of LNP was transferred into a 50-ml volumetric flask and shaken with 30 ml of H 2 O for 20 min. The content after diluting to the mark with water was mixed and filtered through Whatman No. 41 filter paper. A suitable aliquot was used for potential measurement by following the procedure as described under procedure for preparation of calibration curve using respective ISE. The concentration of LNP was calculated using the calibration curve or regression data.
Study of interferences
Into a series of 25-ml beakers each, a 4 ml of 0.01 mol l −1 standard drug solution was transferred and the volume of each beaker was adjusted to 8 ml with water. Then, added 2 ml of 1.0 mmol l −1 solutions of different interferents and mixed well. The potential of each was measured using the electrochemical cell as described above under preparation of calibration curve.
Determination of selectivity coefficient of ISEs
Into a series of 10-ml beakers, varying volumes (0.25 to 1.25 ml) of 0.01 mol l −1 solution of LNP were transferred, 2 ml of 1.0 mmol l −1 interferent was added to each beaker and the final volume was brought to 10 ml with water. The potential of each solution was measured. The procedure was repeated for each interferent separately.
The plot of measured potential versus log of the LNP's concentration was prepared. The point of intersection between two linear portions in the plot was located. At the point of intersection, the value of selectivity coefficient (K AI ) was calculated by using the formula (Harvey, 2000) :
where Z A and Z I are the charges of the analyte and interferent, respectively, and [A] E and [I] E are the concentrations of analyte and interferent yielding identical cell potentials.
[A] int is the LNP concentration in x-axis of the graph at the point of intersection and [I] add is the concentration of interferent added to the LNP solution.
Determination of stoichiometry of ion-pair complex
A 10 ml standard solution of 0.01 mol l −1 LNP was transferred into a clean beaker and it was placed on magnetic stirrer. The conductivity cell was immersed into the solution and the titration was carried out by adding 0.01 mol l −1 PTA or PMA. The conductance values were measured, the graphs of conductance against the molar ratio of titrant were plotted, and the stoichiometry for each ion-associate was determined.
Results and discussion
The structural formula of LNP with primary amine functional group hints to the formation of water insoluble ion-association complex between drug and PTA/PMA reagents in aqueous medium. This was prompted the authors to utilise the ion-associate to design two membrane sensors with PVC for the determination of LNP in pharmaceuticals employing highly cost-effective potentiometric technique. By this technique, it is possible for direct measurement of potential and thus the concentration of LNP in the solutions containing LNP can be determined.
The influence of the ion-associating reagent in the preparation of the complex, which is the major component of a membrane for an ISE, was investigated. PTA and PMA are two ion-associate reagents used to prepare ion-pair complex with drugs containing nitrogenous basic group (Ezzeldin et al., 2012; Issa and Khorshid, 2011; Hefnawy et al., 2014; Shawish et al., 2018; Al-Mohaimeed et al., 2012) .
The initial experiments indicated that the LNP can react with either PTA or PMA forming water insoluble ion-associate or ion-pair complex. The stoichiometric ratio of the ion-pair was determined by conductometric titration of LNP with either PTA or PMA (Khalil et al., 2018) . The titration curves (Fig.  2) revealed the stoichiometry of 1:1 with respect to LNP and ion-associate reagent. This was due to the reactivity and formation of ion-association complex between the protonated free primary amine (-NH 3 + ) of LNP (LNPH + ) and anionic PTA (PTA − ) or PMA (PMA − ) (Scheme 1). This supported that the proposed electrodes have nearly Nernstian response while measuring the response. Slopes of 55.06 and 52.39 mV/decade, respectively, for LNP-PTA and LNP-PMA ISEs revealed the response in the expected manner. Therefore, in this study, the reagents, PTA and PMA, were tested as active materials for the development of LNP-selective electrodes for the determination of LNP and validated their functioning.
The resulted water insoluble ion-associate of LNPH + , PTA − or LNPH + , and PMA − is utilised to design a membrane electrode and thus electrochemical cell using Ag/ AgCl reference electrode. The systematic representation of the electrochemical cell is depicted as follows:
Ag-AgCl Reference electrode║LNP-PTA/PMA mem-brane│(LNP solution) Int │Cu
The above electrochemical cell for potentiometric determination of LNP obeys the Nernst equation (Harvey, 2000) and which can be written as follows:
where K is a constant accounting for the potentials of the reference electrodes, any liquid junction potentials, the asymmetry potential, and the concentration of analyte in the internal solution. The equation given above is a clear route to show the linear relationship between E cell and concentration of LNP in the sample solution. This linear relationship will be obeyed Nernstian response. 
Optimisation of variables Membrane composition
The influence of amounts of components used in the fabrication of membranes was studied by taking the different quantities of each. It was found from the preliminary experiments that when the weights of LNP-PTA or LNP-PMA ion-associates and PVC were 40 mg and 0.1 g, respectively, in 10 ml of THF volume yielded membranes of thickness 0.4 mm. The same membranes were used in the linearity studies to obtain the Nernstian responses. The Nernstian behaviour was not obviously observed from the membrane ISE constructed using other weights of ion-associates and PVC. The volumes of THF were also varied and 10 ml was found as optimum.
Choice of plasticiser
The membranes were developed separately by using dioctyl phthalate (DOP), dibutyl sebacate (DBS), and onitrophenyl octylether (NPOE) as plasticisers. The membrane fabricated using 40 mg of LNP-PTA or LNP-PMA ion-associate and 0.1 g of PVC with 0.1 g DOP as plasticiser was found to perform satisfactorily with respect to stable potential readings, conditioning, and response time. Therefore, DOP was used as plasticiser in fabricating the LNP-PTA and LNP-PMA ISEs.
Effect of concentration of internal solution
The effect of the concentration of internal LNP solution on the potential response of the ISEs was investigated. The concentrations of LNP were changed in the range from 1 to 7 mmol l −1 and the potential responses of the ISE were measured. It was found that the potential values were obtained in excellent linearity (Fig. 3) with the LNP internal solution concentration of 5 mmol l −1 . At the other LNP internal concentrations, the linearities and correlations between LNP concentrations and potential values were not in good agreement (Fig. 4) . Therefore, 5 mmol l −1 LNP internal solution was used for performing analysis using the LNP-PTA or LNP-PMA ISEs.
Effect of soaking time
The surfaces of ISEs were effectively activated by soaking the fabricated membrane ISE in standard solution of analyte. The optimum soaking time to activate the ISE was fixed by measuring the potential at different times. From the obtained time to potential data, it was shown that the resulting potential values become constant in 1.5 h and thereafter, and thus the active surface of membrane was effective for its use in measuring the potential of LNP solutions of working concentration ranges, at 25°C. The effect of soaking time on the potential for LNP-PTA and LMP-PMA ISEs is presented in Fig. 5 . It was also revealed from the investigations and recommended that the electrodes may be kept dry and packed in an opaque closed vessel whenever they are not in use for longer time.
Effect of pH
Influence of pH on the potentiometric response of two ISEs in the pH range 1.0 to 10.0 was studied and the results obtained were used, plotted, and presented in Fig.  6 . The pH of LNP solutions was varied by adding 1 M solutions of NaOAc or NH 3 before measuring the potential. It was confirmed from the results that the pH ranges of 2.5 to 6.4 and 2.3 to 6.0 were found as optimum in measuring the potentials, for LNP-PTA and LNP-PMA ISEs, respectively. Below and beyond these ranges of pH values, lower potential values were observed. Therefore, these ranges were fixed for LNP-PTA and LNP-PMA ISEs to measure the potentials during the analysis.
Effect of temperature on potentials
The effect of temperature on the fabricated LNP-PTA and LNP-PMA electrodes was studied. The potentials of the LNP test solutions of concentration between the working linear ranges were measured by varying the temperature from 5 to 50°C. The resulted potentials were plotted as the function of varied temperatures (Fig.  7) and it was found from the investigation that the linear response of the electrodes was good for both electrodes in temperature between 22 and 32°C and at other temperatures, there is decline in the potential from the expected values. Therefore, the optimum temperature ranges for these two electrodes were fixed as 22 to 32°C.
Response time
The response time was checked to fix time to attain limiting potential by immersing the respective ISE into the solution of LNP. For both the ISEs at least 10 s of the average static time was required to attain stable potential readings. No change in the potentials observed up to 3 min. Therefore, the ISE was made to be static for a 10 s after its immersion into solution of LNP and then potentials measured before 3 min.
Life time
The life times of LNP-PTA and LNP-PMA ISEs were evaluated to assess their ability to maintain their performance for a certain period of time by performing the calibration of the electrochemical cells periodically with standard solutions of LNP and calculating the respective slopes. It was confirmed from the investigation that both the electrodes resulted Nernstian slopes without deviation from the actual optimum values for at least 68 days. This revealed that the ISEs could be used continuously up to 68 days. But after 68 days, their characteristics significantly drifted away from the Nernstian behaviour (Fig. 8) . Therefore, the average life time for LNP-PTA and LNP-PMA ISEs was proposed as 68 days.
Selectivity coefficients of the electrodes
Selective functioning of the ISE is a characteristic parameter to assess the specificity in the determination of analyte of interest. Therefore, the selectivity coefficients (K AI ) of LNP-PTA and LNP-PMA ISE were investigated in the presence of inorganic and organic compounds as spikes. The values of K AI of ISEs in the presence of various compounds have been determined experimentally by preparing a series of solutions, each of which contains the same concentration of interferent, [I] add , but a different concentration of analyte and measuring the cell potential using respective ISE. A plot of cell potential versus the log of the analyte's concentration has two distinct linear regions (Harvey, 2000) . When the analyte's concentration is significantly larger than K A,I [I] add , the potential is a linear function of log [A], in the presence and absence of interferents, as given by equations (Harvey, 2000) :
where [LNP] sample and [I] are the concentrations of LNP of charge Z A and interferent of charge Z I in the solutions.
If K AI [I] is significantly larger than the LNP's concentration, however, the cell potential remains constant. The concentration of analyte and interferent at the intersection of these two linear regions is used to calculate K AI (Harvey, 2000) .
The determined values of K AI presented in Table 2 revealed that NaCl, NaHCO 3 , oxalic acid, and sucrose were showed interference with LNP using LNP-PTA ISE, whereas for LNP-PMA ISE, KNO 3 and HCl were proved as interferents. However, the results presented below and values of K AI of less than the unity proposed ISEs are suitable to determine LNP in the presence of other interferents.
Validation results

Linearity, analytical, and regression parameters
The performance of proposed LNP-PTA and LNP-PMA ISEs was evaluated for linearity according to IUPAC recommendations (IUPAC, 1994 and IUPAC Analytical Chemistry Division, 2000) using Ag-AgCl reference electrode. The data obtained are summarised in Table 3 . The results showed that the ISEs provide rapid, stable, and linear response for the LNP concentration ranges presented in Table 3 . The calibration graphs were linear and the regression equations were y = 55.06x + 307.71 and y = 52.39x + 297.17 for LNP-PTA and LNP-PMA ISEs, respectively, and the corresponding Nernstian slopes were 55.06 and 52.39 mV/decade. The regression parameters and the values of other performance characteristics are also presented in Table 3 .
Intra-and inter-day precision and accuracy
The standard solutions of three different concentrations of LNP within the range of determination were prepared in seven replicates each. Intra-day variations were evaluated by measuring the potentials on same day and calculating the %RSD values for the amounts of LNP found. Inter-day precision was evaluated by analysing the pure LNP solutions at three different concentrations in five replicates during different days and by calculating the %RSD values for the found LNP amounts. The accuracy was evaluated by calculating the amount of LNP for respective potentials of drug solution. The relative error (RE), the metric for accuracy, is calculated for each concentration of LNP found. The obtained %RSD values ranged between 2.91 and 4.89% indicated the satisfactory precision of the results. The percent relative error (%RE) which is an index of accuracy ranged from 1.00 to 4.0 indicated acceptable accuracy. The results of study of precision and accuracy are summarised in Table 4 .
Robustness and ruggedness
The robustness of the proposed potentiometric ISEs was examined by deliberately slightly changing the working pH and temperatures. The solutions of 7500, 50, and 1 m mol l −1 LNP were used in this study. The %RSD values were calculated for the results of each variation. The pH was varied by 2 units at before and after the range of values for each sensor [2.5(± 2) to 6.4(± 2)] for LNP-PTA ISE and 2.3(± 2) to 6.0(± 2) for LNP-PTA ISE] and the calculated values of %RSD were ranged between 1.98 and 4.52. Besides, the robustness was also been evaluated by varying the temperature by 1°C during the measurement of potentials of LNP solutions of different concentrations. The temperatures of the LNP solutions were brought to 22 ± 1 and 32 ± 1°C using LNP-PTA and LNP-PMA ISEs; potentials measured and calculated the RSD values. The values of RSD were in the range from 2.11 to 3.52 indicated the robust functioning ISEs. The ruggedness was studied by the analyses with different potentiometers, on different days by different analysts. The inter-potentiometric and inter-analysts RSD values of < 4% showed the developed LNP-PTA and LNP-PMA ISEs are robust enough to function. The results of robustness and ruggedness expressed in %RSD are presented in Table 5 .
Application of ISEs to tablet analysis
The extracts containing three different concentrations of active ingredient were prepared using LNP tablets. Five replicates of each of 7500, 50, and 1 m mmol l −1 in LNP were used to measure the potentials with proposed LNP-PTA and LNP-PMA ISEs by following the procedure described under 'procedure for tablets'. The mean of the measured potential of the tablet extract was obtained and found and percentage recovery values of LNP were calculated. These results were statistically compared with the results of reference method. (Ajay et al., 1995a, b) The method recommended the procedure of potentiometric titration of LNP tablet extract with 0.1 mol l −1 NaOH. The Student's t test and variance ratio F tests were performed on the results to evaluate the accuracy and precision, respectively. The calculated t and F values at 95% confidence level are tabulated in Table 6 . The calculated t and F values are less than the tabulated values and hence, it was clear from the assessment that the proposed ISEs yielded accurate and precise results.
Recovery study
The accuracy of the proposed ISEs was further assessed by recovery studies by following the standard addition procedure. The aliquots of tablet extracts were prepared and spiked with pure drug solution at three different levels. The potential measured using the ISE. To a fixed amount of five replicates of LNP from tablet extract, pure LNP in amounts corresponds to 50, 100, and 150% to that of amount from tablets spiked, pH adjusted, and after diluting to 10 ml, the potential measured. For obtained potentials, the concentrations of LNP found were calculated using the derived regression equation. The percentage recovery of pure LNP was calculated. The percentage recovery of LNP ranged between 98.34 and 101.23 with standard deviation of less than 4% revealed good and acceptable recovery values from developed and proposed ISEs. These results are presented in Table 7 .
Conclusions
For the very first time, development, validation, and application of two novel ion-selective electrodes (ISEs) using phosphotungstic and phosphomolybdic acids for the selective determination of lisinopril (LNP) in pharmaceuticals were described in this study. The proposed ISEs are highly selective, accurate, precise, robust and rugged, and applicable for the determination of LNP of amount in wide linear range with good Nernstian response and low detection limits. Working action of both ISEs is dependent on wide ranges of pH and temperature. These operative conditions of wide pH and temperature ranges hallmarked the advantageous features of the proposed ISEs. The statistical comparison of results of potentiometric determination of LNP using proposed ISEs with the official BP method [3] revealed selectivity and suitability of the electrodes for accurate and precise determination of LNP in real samples such as tablets or such other formulations. Furthermore, the results of recovery study were also indicated the inactive role of excipients in tablets in the determination of LNP in pharmaceuticals. Therefore, in contrast to many reported analytical methods, the proposed potentiometric method of determination of LNP using LNP-PTA and LNP-PMA ISEs found specific and relevant for their adoption as routine quality control analytical procedures in laboratories without any compromise with performance characteristics. 
